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Sir: 

1, Robert K. Naviaux, inventor of the above-identified application, do hereby declare and 
state that: 

1 . 1 am familiar with the above-identified patent application and the disclosure in the 
specification of methods for treating various disorders. 

2. I have reviev^ed the Office Action mailed September 9, 2004, and I understand 
that claims 68 and 92 have been rejected, inter alia, under 35 U.S.C. § 102(a), as allegedly being 
anticipated by Loffler et al., Dihydroorotat-Ubiquinone Oxidoreductase Links Mitochondria In 
the Biosynthesis Of Pyrimidini'i Nucleotides. Molecular and Cellular Biochemistr}>, 174: 125- 

1 29 (1997). I further understand that Claims 67-80 and 88-94 have been rejected, inter alia, 
under 33 U.S.C. § 103(a), as allegedly being obvious over U.S. Patent No. 6,472,578 to von 
Borsiel. I understand that the filing date of the von Borstel patent is August 3 L 1 998. 

3. Prior to the publication date of Loffler et al. and the priority date of von Borsiel, 1 
had used Ihe methods disclosed in tlie above-idciitified applicalion. Parlicularly. I used uridine 
to achieve effective treatment of various mitochondrial disorders. Therefore, I conceived of and 
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reduced to practice the methods claimed in the cunrent application before the publication of the 
Loffler paper and he.fnre the priority date of the von Borstel patent. This can be evidenced by 
entries in my laboratory book. A copy of pertinent pages is attached herewith as Exhibit A. 
This can be also corroborated b.Y the declaration of Dr. William Nylian which is aiiached 
herewith as Exhibit B. 

4. I further declare that all statements made herein of knowledge are true and that all 
statement! made on information and belief are believed to be iruc. tmd further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine, or imprisonment, or both under Section 1001 ofTitle 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issued thereon. 



Robert K. Naviaux 
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nRCLARATlON BY DR. WT T T JAM T.. NYHAN 

T, William T.. Nyhan. MD, Ph.D., am a profes.sor of pediatrics with the School of 
Medicine, University of California at San Diego, where I am also a pnielicing physician (CV 
utiachcd). I do hereby declare and state thai: 

1 . I am familiar with the mitochondrial disease.-? and disorders that arc proposed to be 
treated using the methods provided in the above-identified patent applleaiit>n. 1 have been 
treating patients having', such disorders for many years. 

2. 1 have reviewed claims that are pending in the above-identified application and 
understand that the claims arc directed to methods for treating various mitochondrial di.seases 
;,nd disorders usin^', uridine. I understand that the methods of treatment are generally 
encompassed in independent claims 67 and 91, and particular mitochondrial diseases and 
disorders to be treated are described in .some of the dependent claims. 

3. 1 first became aware of the fact th:u Dr. Naviaiix siiyyested the idcn of usinp. uridine 
for treating various mitochondrial diseases and disorders in 1995. Both Dr. Naviaux and 1 
attended "1995 Mitochondrial Disea.ses Symposiimf held at Indianapolis, Indiana between .lune 
30 and July 2. 1 995. During one of our conversations in Indianapolis. Dr. Naviaux told me that 
he had learned thai uridine is an important compound in the electron chain transport. 
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4. This discussion wilh Dr. Naviaiix is very mcinorablc lo inc for a ruimbcr oC reasons. 
First, the idea of using uridine had impressed mc as a brilliant idea. Second, Dr. Naviaux is a 
colleague who also works ai UC:SU. l-or thai reason, in 1905 I was in ahnosl daily conlacl wilh 
Dr. Naviaux but had not heard about his idea of treatment using uridine previously. 

5. I further declare that all statements made herein of knowledge are true and that all 
staicmcnls made on information and belief arc believed lo be true, and l urthcr that these 
statements were made with the knowledge that willful false statements and ihe like so made are 
punishable by fine, or imprisonment, or both under Section lOOl of Title 18 of the United Stales 
C ode, and thai such willful false .statements may jeopardize the validity of ihc application or any 
patent issued thereon. 



Dale 



Dr. William 1.. Nyh 
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